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DETAILED ACTION 

Response to Arguments 

This Office Action is in response to the amendment submitted on 05/25/10. 
Claims 1-19, 32, 34, and 39-41 are currently pending in the application, with claims 20- 
31, 33, and 35-38 having being cancelled. Accordingly, claims 1-19, 32, 34, and 39-41 
are being examined on the merits herein. 

Receipt of the aforementioned amended claims and IDS is acknowledged and 
has been entered. 

Applicant's argument with respect to the rejection of claims 1-19, 32-34, and 39- 
41 under 35 U.S.C. 1 03(a) over Onodera in view of Nakamura has been fully 
considered. Applicant argues that while Nakamura suggests inhibition of crystal growth 
in fat by sucrose fatty Acid ester (SE), Section 6-3 of the same reference teaches that 
SE inhibits crystal for transference, i.e. preventing type II crystals of cacao butter from 
turning into type III crystals with a higher melting point. Thus, when Nakamura is 
considered as a whole, Nakamura fails to suggest the use of SE for inhibiting 
crystallization of an amorphous material. Such arguments are not found persuasive as 
the Examiner maintains that the disclosure of Nakamura et al. would have suggested to 
one of ordinary skill in the art to try SE for crystal inhibition irrespective of the type of 
material since Nakamura demonstrated inhibition of larger crystal aggregates in the 
form of type III crystals. Additionally, the Examiner refers applicant to the Translated 
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document of Nakamura (pg. 3, paragraph 2 and pg. 24,) that teaches that SE 
possesses many functions including emulsifying properties, solubilizing properties, 
foaming properties, inhibition of crystal transition in fats, degradation inhibiting effect of 
starch as well as lubricative properties and that such emulsifier can be applied to 
various applications including that of pharmaceutical compositions. Consequently, the 
Examiner maintains that given that Nakamura teaches that SE was able to inhibit 
formation of large aggregates of crystals (i.e. type III) from smaller crystals (i.e. type II), 
one of ordinary skill in the art would have indeed found it obvious to add SE to the 
pharmaceutical composition of Onodera. 

As for applicant's arguments that the clean version of the substitute specification 
demonstrate that crystallization of amorphous cefditoren pivoxil was inhibited by simply 
mixing cefditoren pivoxil with a sucrose fatty acid ester has been fully considered but is 
not found persuasive. The Examiner maintains that such results are not unexpected as 
the prior art has already established that sucrose fatty acid esters are effective in 
inhibiting crystal formation. In fact, the Examiner refers applicant to Herrera et al. who 
teach that already crystallized R>' fats are desired for storage purposes and thus 
additional crystal formation in the form of R> crystals leads to unacceptable products 
(See Herrera et al., pg. 321, right col., paragraphs 1-2). Consequently, such 
phenomenon (i.e. induction of fi crystals) is unwanted (see Herrera, pg. 321, right col., 
paragraph 3). Herrera et al. thus sought to determine the effects of sucrose ester on 
nucleation (i.e. formation of crystals) of hydrogenated sunflowerseed oil (see Herrera, 
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pg. 321 , right col., paragraph 4). Importantly, Herrera et al. demonstrated that addition 
of various concentrations of sucrose ester delayed crystallization and this effect 
occurred over a periods of at least 2 days and can vary with cooling rate (see Herrera, 
pg. 323, right col., paragraphs 3-4 and pg. 324, left col., paragraphs 1-3 and tables 3 
and 4). As a result, the Examiner contends that the unexpected results purported by 
applicant are neither unobvious nor unexpected since such results are known in the 
prior art. 

As for applicant's arguments regarding the WO 09/098963 document that 
discloses experimental data showing that surfactants promotes crystal growth in fat and 
in aqueous solutions, such arguments are not persuasive as such document is not 
considered prior art and would not have been available to one skilled in the art at the 
time of the invention. Moreover, the Examiner disagrees with such arguments as the 
closest prior art, Bujan et al., teaches otherwise. Specifically, Bujan et al. teach that 
surfactants depending on the type and concentration showed inhibitory effects on the 
overall crystallization process of Calcium Hydrogen Phosphate Dihydrate (DCPD) 
aqueous solutions (see Bujan et al., abstract). Importantly, Bujan et al. demonstrated 
that all of the surfactants tested inhibited the precipitation of DCPD (i.e. crystal 
formation of DCPD; see pg. 6465, left col., Section 3.2.2 and pg. 6469, right col., 
Section 4.2). Consequently, the study of Bujan et al. essentially refutes applicant's 
argument that surfactant was believed at the time of the invention to accelerate growth 
in aqueous solution. As a result, the Examiner maintains that Onodera in view of 
Nakamura does indeed render obvious applicant's instant claims. 
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For the foregoing reasons, the rejection of record under 35 U.S.C. 103 (a) 
remains proper and is maintained. However, in view of applicant's amendment, the 
following modified 103 (a) Final rejection is being made. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as 
set forth in section 102 of this title, if the differences between the subject matter sought to be 
patented and the prior art are such that the subject matter as a whole would have been obvious 
at the time the invention was made to a person having ordinary skill in the art to which said 
subject matter pertains. Patentability shall not be negatived by the manner in which the invention 
was made. 

Claims 1-19, 32-34, and 39-41 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Onodera et al. (U.S. Patent 6,486,149 B2, previously cited) in 
view of Nakamura (Foods and Food Ingredient Journal of Japan, 1999, Vol. 180, 
pg. 1, Abstract previously cited and Translated English Document). 

Onodera et al. teach a process of making amorphous cefditoren pivoxil with a 
water soluble high molecular additive (instant claims 33-34; see abstract). Onodera et 
al. additionally disclose that orthorhombic crystalline Cefditoren pivoxil had several 
advantages of high purity, high thermal stability and high storage stability, but that it was 
unsuitable for use in an oral dosage form due to its poor water solubility (see col. 2, 
lines 44-50). To overcome this poor water solubility, Onodera et al. teach that, "it is 
known that an amorphous substance generally has a high solubility in water, as 
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compared with that of the corresponding crystalline substance" (see col. 2, lines 63-66 
and col. 3, lines 6-8). In fact, Onodera teaches that his studies have managed to 
convert the crystalline Cefditoren pivoxil into an amorphous substance having higher 
water-solubility and that X-ray diffraction demonstrated that the cefditoren pivoxil 
substance existing in the solid particles is amorphous in nature (instant claims 1, 34, 
and 39-40; see col. 3, lines 6-9 and lines 36-57 and col. 5, lines 5-14). Onodera et al. 
further teach that an orally administrable amorphous and water soluble substance of 
Cefditoren pivoxil is obtained when Cefditoren pivaloyloxymethyl ester is homogenously 
mixed with a water-soluble high-molecular additive such as a water-solubilized 
derivative of cellulose and which include hydroxypropyl methyl cellulose (instant claims 
3-4, 6-8, and 12-19) and a pharmaceutically acceptable alkali metal salt or alkaline 
earth metal salt of an alginic acid ester of propylene glycol (see col. 3, lines 46-59; col. 
6, lines 48-67 to col. 7, lines 1-43; col. 15 Example 2, wherein hydroxypropylmethyl 
cellulose is used; and Example 7 spanning col. 20-21 ). Importantly, Onodera et al. 
teach that the water-soluble high molecular additive co-existent in admixture with 
Cefditoren pivoxil in the solid particles can possess a function capable of inhibiting the 
molecule of Cefditoren pivoxil from undergoing into crystallization (see col. 5, lines 42- 
46). Additinoally, Onodera et al. teach that the amorphous substance contained in the 
particles of the aforementioned composition is stable and does not involve 
crystallization when stored at 40 °C for 4 months in a sealed container under dry 
conditions (i.e. cefditoren pivoxil is prevented from being crystallized; instant claim 1; 
see col. 7, lines 35-42). 
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Onodera et al. do not teach addition of a sucrose fatty acid ester into the 
aforementioned composition. Similarly, Onodera et al. do not teach a weight ratio of the 
sucrose fatty acid ester to the cefditoren pivoxil in a range of 0.008 to 0.816 or that the 
polymer is in a weight ratio range of 0.008 to 0.81 6. 

Nakamura teaches that sucrose fatty acid ester (SE) has eight hydroxyl groups in 
the hydrophilic group and so it is possible to manufacture SE ranging from low HLB to 
high HLB by controlling the degree of esterification (see pg. 1). Nakamura additionally 
teaches that SE possesses solubilizing properties and can inhibit crystal growth (see 
pg. 1 of abstract and pg. 22. Section 6-3 of translated document of Nakamura). In fact, 
Nakamura teaches that SE can be used for other applications including 
pharmaceuticals (see pg. 25, last paragraph and pg. 26 paragraph 1 of Translated 
document of Nakamura). 

While the exact ratio of the sucrose fatty acid ester and polymer is not disclosed 
by Onodera, the Examiner contends that it is well within the purview of the skill of the 
artisan at the time of the invention to adjust the concentration and range of the sucrose 
fatty acid ester and/or the polymer of the composition during the course of routine 
experimentation so as to obtain the desirable type of properties (i.e. inhibition of 
crystals) in the composition. Additionally, because Onodera et al. do not teach addition 
of polysorbate-80 to the composition, the Examiner contends that the composition is 
indeed devoid of polysorbate-80 (instant claim 32). 
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Thus, to one of ordinary skill in the art would have found it obvious to add 
sucrose fatty acid ester to the composition of Onodera since Nakamura teaches that 
sucrose fatty acid ester (SE) is able to inhibit the formation of crystals. Moreover, it 
would have been obvious to one of ordinary skill in the art at the time of the invention to 
vary the ratio of the sucrose fatty acid ester for the purpose of inhibiting crystals or for 
solubility purposes. Consequently, one of ordinary skill in the art would have been 
motivated to add SE and vary its concentration in view of the disclosure of Nakamura 
with the reasonable expectation of providing a composition that possesses high stability 
and high dissolvability. 

While Onodera does not explicitly teach the retention time of the amorphous 
characteristics of the aforementioned composition, the Examiner maintains that given 
that the goal of the invention was to obtain an amorphous cefditoren pivoxil 
composition, such composition does indeed retain its amorphous character in aqueous 
medium. Furthermore, given that these characteristics are obtained as a result of 
mixing the pharmaceutically active ingredient with a sugar fatty acid ester, the Examiner 
concludes that the modified composition of Onodera would likely maintains its 
amorphous character by simply adding SE to the composition as taught by Nakamura. 
If however applicant disagrees, it is incumbent upon applicant to demonstrate through 
side by side comparative results that the composition of Onodera (not any prior art) 
does not maintain its amorphous character. 



Application/Control Number: 10/530,046 Page 9 

Art Unit: 1627 

Conclusion 

No claims are allowed. 

Applicant's amendment necessitated the new ground(s) of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 
§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Samira Jean-Louis whose telephone number is 571- 
270-3503. The examiner can normally be reached on 7:30-6 PM EST M-Th. 
If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Sreeni Padmanabhan can be reached on 571-272-0629. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 
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Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published 
applications may be obtained from either Private PAIR or Public PAIR. Status 
information for unpublished applications is available through Private PAIR only. For 
more information about the PAIR system, see http://pair-direct.uspto.gov . Should you 
have questions on access to the Private PAIR system, contact the Electronic Business 
Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a USPTO 
Customer Service Representative or access to the automated information system, call 
800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/S.J. L.I 

Examiner, Art Unit 1627 
07/28/2010 

/SREENI PADMANABHAN/ 

Supervisory Patent Examiner, Art Unit 1627 



